AMENDMENTS TO THE CLAIMS: 

This listing of claims will replace all prior versions and listings of claims in the 
application: 

1 . (Currently amended) A compound of tho structuro formula I 



or a pharmaceutical Iv acceptable salt or prodrug thereof. 

wherein R 1 , R 2 , R 3 , R 4 and R 5 are each independently selected from tho group 
cons i st i ng of hydrogen, halogen, alkyl, haloalkyl, alkoxy, cyano, nitro, 
cycloalkyl, carboxaldehydei [[;]] 

w i th tho proviso that at l oast ono of R*-or-fl 3 4s 
and a group of formula II defined as 



and wherein at least one of R 1 or R 3 is a pyridine: 

whoroin D, B, Y and Z at oach occurronco are each independently selected from 



tho group cons i sting of -CR 6 =, -CR 7 R 8 -, -C(O)-, -0-, -S0 2 -, -S-, -N=, and 
-NR 9 -; 





n 



n is an integer of zero to three; 
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R 6 , R 7 , R 8 and R 9 , at oaoh ocourronoo, are each independently selected from tne- 
group consist i ng of hydrogen, alkyl, carboxy, hydroxyalkyl, 
alkylaminocarbonyl alkyl, dialkylaminocarbonylalkyl and carboxyalkyl; and 

R 10 and R 11 are each independently selected from tho group consisting of 

hydrogen, alkyl, cycloalkyl, alkoxyalkyl, alkoxycarbonylalkyl, carboxyalkyl, 
hydroxyalkyl, heterocyclyl, heterocyclylalkyl and heterocyclylamino; or 

whoro i n R 10 and R 11 are taken together with N may bo jo i nod to form a three to 
seven membered unsubstituted heterocyclyl or a three to seven 
membered substituted heterocvclvl ring, said r i ng bo i ng opt i ona ll y 
substituted with ono or moro at least one substituent subst i tuonts R 13 , 
wherein R 13 , at oach ocourronoo is independently selected from tho group 
cons i sting of alkyl, alkylene, alkoxy, alkoxyalkyl, cycloalkyl, aryl, 
heterocyclyl, heterocyclylalkyl, heterocyclylcarbonyl, 
heterocyclylalkylaminocarbonyl, hydroxy, hydroxyalkyl, 
hydroxyalkoxyalkyl, carboxy, carboxyalkyl, carboxycarbonyl, 
carboxaldehyde, alkoxycarbonyl, arylalkoxycarbonyl, aminoalkyl, 
aminoalkanoyl, aminocarbonyl, carboxamido, alkoxycarbonylalkyl, 
carboxamidoalkyl, cyano, tetrazolyl, alkanoyl, hydroxyalkanoyl, 
alkanoyloxy, alkanoylamino, alkanoyloxyalkyl, alkanoylaminoalkyl, 
sulfonate, alkylsulfonyl, alkylsulfonylaminocarbonyl, 
arylsulfonylaminocarbonyl and heterocyclylsulfonylaminocarbonyl; 

whoro i n A is an unsubstituted aryl ©f group, an unsubstituted heterocyclyl 
group, a substituted aryl. or a heterocvclvl group substituted with 



said ary l or hotorooyo l y l group having at least one substituent R 12 , wherein 
R 12 , at oaoh ooourronoo, is independently selected from tho group 
consist i ng of hydrogon, halogen, alkyl, aryl, haloalkyl, hydroxy, alkoxy, 
alkoxyalkyl, alkoxycarbonyl, alkoxyalkoxy, hydroxyalkyl, aminoalkyl, 
aminocarbonyl, alkyl(alkoxycarbonylalkyl) aminoalkyl, heterocyclyl, 
heterocyclylalkyl, carboxaldehyde, carboxaldehyde hydrazone, 
carboxam i do. carboxamido. alkoxvcarbonvlalkvl. carboxy, carboxyalkyl, 
carboxyalkoxy, hydroxyalkylaminocarbonyl, cyano, amino, 
heterocyclylalkylamino, carboxythioalkoxy, carboxycycloalkoxy, thioalkoxy, 
carboxyalkylamino, trans-cinnamyl and heterocyclylalkylaminocarbonyl; 
and 

wherein R 1 , R 2 , R 3 , R 4 , R 5 , R 6 , R 7 , R 8 , R 9 , R 10 , R 11 , R 12 and R 13 are 

unsubstituted or substituted with at least one electron donating or 
electron withdrawing group; 

or a pharmacout i ca l ly - accoptab l o sa l t, opt i cal isomer or prodrug thorof. 

wherein the heterocvclvl is selected from 3-. 4-. 5-. 6- and 7-membered 
rings containing 1-3 heteroatoms independently selected from 
nitrogen, oxygen and sulfur: the 4- and 5-membered rings have zero 
to two double bonds and the 6- and 7-membered rings have zero to 
three double bonds, the heterocvclvl being optionally substituted 
with alkvl. halogen, hydroxy or alkvl substituents. 

further wherein the heterocvclvl optionally comprises a group chosen 
from: 
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(i) bicvclic. tricyclic, and tetracyclic groups in which any of the above 

heterocyclic rings is fused to one or two rings independently 
selected from an arvl ring, a cvclohexane ring, a cvclohexane 
ring, a cvclopentane ring, a cvclopentene ring, and another 
monocyclic heterocyclic ring: 

(ii) bridged bicvclic groups where a monocyclic heterocyclic group is 

bridged bv alkvlene group optionally selected from 

h : and 

(iii) compounds of the formula where X* and Z* are 

each independently selected from -CHg-, -CHgNH-. -CHgO-, -NH- 
and -Q-, with the proviso that at least one of X* and Z* is not -CH?-, 
and Y* is selected from -C(O)- and -(C(R")g)v where R" 

is hydrogen or alkvl of one to four carbons, and v is 1-3. 

2. (Currently Amended) A The compound according to of claim 1 wherein R 3 is the 
group of formula II 
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wherein R 10 . R 11 . D, B, Y A and Z . and n are defined as in claim 1 : and 
R 1 is defined as in claim 1 with the proviso that if R 3 does not define 
a pyridine, then R 1 is a pyridine, at oach occurrence) aro i ndopondont l y 
so l octod from tho group consist i ng of CR § = - CR* R 8 , C(O) , 0 , SO^ 
S, N=, and NR °-t 
n i s an intogor of zoro to throo; 

ftVRVR 8 and R 8 , at oach occurrence, aro oach i ndopondontly so l octod from tho 
group consisting of hydrogen, a l ky l , carboxy, hydroxya l ky l , 
alky l aminocarbony l alky l , dia l kylaminocarbony l a l ky l and carboxya l ky l ; 

ff^ and R 44 aro oach i ndopondont l y soloctod from tho group cons i sting of 

hydrogen, a l ky l , cyc l oalky l , a l koxyalkyl, alkoxycarbonylalky l , carboxya l ky l , 
hydroxya l kyl, hotorocyclyl, hotorocyc l y l a l kyl and hotorocyc l y l amino; 

where i n R 4 ^ and R 44 may bo joined to form a throo to seven momborod 

hotorooyc l y l ring, said r i ng bo i ng optiona ll y substituted with one or moro 
substituonts R 4 8 , whoroin R 48 at oach occurronco i s indopondontly 
so l ootod from tho group cons i st i ng of alky l , a l ky l ono, alkoxy, a l koxyalkyl, 
cyc l oa l kyl, aryl, hotorocyclyl, hotorocyc l y l alkyl, hotorocyclylcarbonyl, 
hotorocyclylalky l aminocarbony l , hydroxy, hydroxya l ky l , 
hydroxyalkoxyalky l , carboxy, carboxyalky l , carboxycarbonyl, 
carboxa l dohydo, a l koxycarbony l , ary l alkoxycarbony l , aminoa l ky l , 
am i noa l kanoy l , am i nocarbonyl, carboxam i do, a l koxycarbony l alkyl, 
carboxam i doalkyl, cyano, totrazo l y l , alkanoyl, hydroxya l kanoy l , 
alkanoy l oxy, a l kanoy l am i no, a l kanoyloxya l ky l , a l kanoylam i noa l ky l , 
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oulfonato, a l ky l ou l fony l , a l ky l su l fony l aminocarbonyl, 

arylsulfony l am i nooarbonyl and hotorooyo l y l ou l fony l am i nooarbonyl; 
R 4 and R g aro oaoh i ndopondont l y so l ootod from tho group oonoiGting of 

hydrogon, ha l ogon, ha l oa l ky l , and n i tro; and 
R 4 and R 6 aro oaoh i ndopondont l y so l ootod from tho group of hydrogon and 

atkyk 

3. (Currently amended) A The compound according to ef claim 1 of tho struoturo 
formula III 




(R 12 )pi 



R 1 




R* 




,NR 10 R' 



R 4 D 



ft 



III 



wherein-RVRVR 4 and R 6 aro oaoh i ndopondont l y oo l ootod from tho group 
cons i st i ng of hydrogon, ha l ogon, a l ky l , ha l oa l ky l , a l koxy, cyano, n i tro, 
oycloa l ky l , oarboxaldohydo; 

D, B, Y and Z at oaoh ocourronco aro i ndopondontly so l ootod from tho group 
cons i sting of ■ CR 6 = 7 -GR 7 R 8 - , - C(O) - , - O , SC^ , -S , N=, and NR 8 -f 
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n i s an i ntogor of zoro to throo; 

whoroin rV rVr 8 and R 8 , at oaoh ooourronco, aro oaoh i ndopondont l y se l ected 
from the group cons i st i ng of hydrogen, a l ky l , carboxy, hydroxya l ky l , 
a l ky l aminocarbony l a l ky l , dia l ky l am i nocarbony l alky l and oarboxyalkyl; 

R 48 and R 44 aro each indopondont l y so l octod from tho group cons i sting of 

hydrogen, a l ky l , cycloa l ky l , alkoxya l kyl, a l koxycarbonyla l kyl, oarboxya l ky l , 
hydroxyalky l , hotorocyc l y l , hotorocyc l yla l kyl and hotorocycly l amino; 

whoro i n R 40 and R 44 may bo jo i ned to form a throo to sovon momborod 

hotorocyc l y l ring, sa i d r i ng opt i ona ll y bo i ng subst i tuted w i th ono or moro 
subst i tuonts R 43 , whoro i n R 43 at each ooourronco is i ndopondont l y 
soloctod from tho group consisting of a l ky l , alky l ono, alkoxy, a l koxya l ky l , 
cyc l oa l kyl, aryl, hotorocyc l y l , hotorocyc l y l a l kyl, hotorooyo l y l oarbony l , 
hotorooyo l y l a l ky l aminocarbonyl, hydroxy, hydroxyalky l , 
hydroxya l koxyalkyl, oarboxy, oarboxya l ky l , oarboxyoarbony l , 
oarboxa l dohydo, alkoxyoarbony l , ary l a l koxyoarbony l , aminoa l ky l , 
am i noa l kanoy l , aminooarbony l , carboxamido, a l koxycarbony l a l ky l , 
carboxamidoa l kyl, oyano, totrazoly l , a l kanoy l , hydroxya l kanoy l , 
a l kanoyloxy, a l kanoylam i no, alkanoy l oxyalky l , a l kanoylaminoa l kyl, 
sulfonate, a l ky l su l fony l , a l kylsu l fony l am i nocarbony l , 
arylsulfony l aminocarbonyl and hotorocyclylsulfonylaminocarbony l ; 

R 4 2 , at e ach occurr e nc e , i s i ndopondont l y so l octod from tho group cons i st i ng of 
hydrogen, ha l ogen, a l ky l , ha l oalky l , a l koxy, carboxya l koxy, carboxyalkyl 
and hotorocycly l ; and, 
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p is an integer of onezere to five. [[;]] 

whoro i n rV M-^t^VR^t-R^i-R 4 3 and R 43 aro unsubot i tutod or 
substituted with at loaot ono olootron donat i ng group or o l ootron 
w i thdraw i ng group. 

4. (Currently amended) A The compound according to ef claim 3 wherein p is one; 
R 4 and R 5 are hydrogen; 

R 12 is selected from tho group consist i ng of halogen, alkyl, alkoxy, 

carboxyalkoxy, carboxyalkyl and heterocyclyl; and 
R 10 and R 11 are taken together with N joinod to form a three to seven 



membered unsubstituted heterocyclyl ring, or a three to seven 
membered substituted heterocvclvl ring 4 [[;]] substituted with at least 
one substituent R 13 and wherein said substituted heterocvclvl. or 
unsubstituted heterocvclvl ring ]s selected from tho group cons i st i ng of 
piperidine, piperazine, morpholine, pyrrolidine, and azetidine. 



5. (Currently amended) A The compound according to ef claim 1 of tho structuro 
formula IV 




B 
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R 1 




wherein D and B are each independently selected from tho group coneict i ng of 
-N= and -CR 6 =; 

R 1 is selected from hydrogen, halogen and haloalkvl. with the proviso that 
if R 3 does not define a pyridine, then R 1 is a pyridine: 

R 4 -aRd R 2 aro oach i ndopondont l y is selected from tho group consisting of 
hydrogen, halogen and haloalkyl; 
and R 44 aro oaoh i ndopondont l y so l octod from tho group consist i ng of 
hydrogen, a l ky l , cyo l oa l ky l , alkoxya l ky l , alkoxycarbonylalkyl, carboxyalkyl, 
hydroxya l kyl, hotorocyclyl, hotorocyc l ylalkyl and hotorocyoly l am i no; 

whoro i n R 4 ^ and R 44 may bo joined to form a throo to sovon momborod 
hotorocyc l y l r i ng, sa i d r i ng opt i ona l ly subst i tuted w i th ono or moro 
subst i tuonts R 4 *, whoroin R 4 * at oach occurronco is i ndopondont l y 
so l octod from tho group cons i sting of a l kyl, a l ky l ono, alkoxy, alkoxyalkyl, 
cycloa l kyl, aryl, hotorocycly l , hotorocyc l yla l kyl, hotorooyc l y l carbonyl, 
hotorocycly l a l ky l aminocarbony l , hydroxy, hydroxyalky l , 
hydroxyalkoxya l ky l , carboxy, carboxya l ky l , carboxycarbonyl, 
carboxa l dohydo, a l koxycarbonyl, ary l alkoxycarbony l , am i noalkyl, 
aminoalkanoyl, am i nocarbonyl, carboxamido, a l koxycarbony l a l kyl, 
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carboxam i doa l kyl, oyano, totrazo l y l , alkanoyl, hydroxya l kanoy l , 
a l kanoyloxy, a l kanoy l amino, a l kanoy l oxya l kyl, alkanoy l am i noa l ky l , 
su l fonato, alky l sulfony l , a l ky l sulfony l aminocarbonyl, 
arylsu l fony l am i nocarbony l and hotorocyo l ylsu l fonylam i nooarbonyl; 

R 43 , at oaoh oocurronco, is i ndopondont l y so l octod from tho group cons i st i ng of 
hydrogon, ha l ogon, a l ky l , ha l oa l ky l , a l koxy, carboxyalkoxy, oarboxya l kyl 
and hotorooyolyl; and [[,]] 

p is an integer of onezefe to five. [[;]] 

whoro i n RVRVR^r-R^r-R 4 ^ and R* 3 aro unsubst i tutod or subst i tuted with 
at l oast ono o l ootron donat i ng group or o l ootron withdrawing group. 

6. (Currently amended) A The compound according to of claim 5 wherein p is one; 

R 4 3 i s coloctod from tho group cons i st i ng of ha l ogon, a l ky l , a l koxy, 
carboxyalkoxy, oarboxyalky l and hotorooyoly l ; and 

R 10 and R 11 are taken together with N joined to form a three to seven 

membered substituted heterocyclyl ring, or a three to seven membered 
unsubstituted heterocvclvl ring 4 [[;]] substituted with at least one 
substituent R 13 . wherein R 13 is defined as in claim 1. and wherein said 
substituted heterocvclvl ring, or unsubstituted heterocvclvl ring is 
selected from tho group consist i ng of piperidine, piperazine, morpholine, 
pyrrolidine, and azetidine. 

7. (Currently amended) A The compound according to of claim 1 , selected from the- 
group consist i ng of 1 - (6 - (4 - (2 - isopropy l phony l sulfany l ) - 3 - trif l uoromothyl - phony l ) 
pyrim i din - 4 y l ) pipor i dino - 3 - oarboxyl i o acid, 4 - (4 - (2 -i sopropy l phony l su l fanyl) 3 
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tr i f l uoromothyl - phony l ) 6 (3 (2H totrazo l 6 y l ) p i por i din 1 yl) pyrim i d i no, 4 - (4 - (2 - 
i sopropy l- phony l cu l fanyl) 3 tr i f l uoromothy l- phony l ) - 6 - (^1 - (2H totrazol - 5 - yl) p i poridin - 1 - yl) 
pyr i mid i no, (1 - (6 - (4 - (2 isopropy l phony l su l fanyl) 3 - tr i f l uoromothyl phenyl) pyr i midin - 'l 
y l ) - p i poridin - 3 - y l ) - mothanol, 2 (1 - (6 - (^1 (2 i copropy l- phony l cu l fany l ) - 3 tr i fluoromothy l- 
phonyl) - pyr i nn i d i n-1 - y l ) - p i por i d i n - ^ y l ) othano l , /V-(1-(4-(4-(2-isopropyl-phenylsulfanyl)- 3- 
trifluoromethyl-phenyl)-pyridin-2-yl)-pyrrolidin-3-yl)-acetamide, 1 -(4-(4-(2-methoxy- 
phenylsulfanyl)-3-trifluoromethyl-phenyl)-pyridin-2-yl)-pyrrolidine-3-ol, A/-1 -(4-(4-(2- 
methoxy-phenylsulfanyl)-3-trifluoromethyl-phenyl)-pyridin-2-yl)-pyrrolidine-3-yl)- 
acetam ide , /V - 1 ■ (^ ■ (^ ■ (2 - mothoxy - phonylsulfanyl) - 3 - tr i f l uoromothy l- phonyl) - pyrid i n - 2 y l ) 
pyrro l id i no - 3 - y l ) - acotamido, -/V-(1 -(4-(4-(2,3-dihydro-benzo(1 ,4)dioxin-6-ylsulfanyl)-3- 
trifluoromethyl-phenyl) pyridin-2-yl)-pyrrolidin-3-yl)-acetamide, 4'-(4-(2,3-dihydro- 
benzo(1,4)dioxin-6-ylsulfanyl)-3 -trifluoromethyl-phenyl)-3,4,5,6-tetrahydro-2H- 
(1 ,2')bipyridinyl-4-carboxylic acid, and 4'-(4-(2,3-dihydro-benzo(1 ,4)dioxin-6-ylsulfanyl)- 
S-trifluoromethyl-phenyO-S^.S.e-tetrahydro^H^I^'Jbipyridinyl-S-carboxylic acid. 

8. (Currently amended) A composition comprising: 

a compound according to ot claim 1 

and m a pharmaceutical^ acceptable carrier. 

9. (Currently amended) A method of inhibiting inflammation or suppressing immune 
response in a mammal comprising administering to said mammal a therapeutic amount 
of a compound according to ef claim 1 . 

1 0. (New) A compound according to claim 1 wherein A is 

(i) an unsubstituted or substituted aryl group, substituted by at least one 
substituent R 12 , wherein R 12 is defined as in claim 1 , or 



-14- 



(ii) an unsubstituted or substituted heterocyclyl group of the formula 



R 12 is defined as in claim 1 ; 
p is an integer of one to three; 

X* and Z* are each independently selected from -CH 2 -, -CH 2 NH-, -CH 2 0-, 

-NH-, and -0-, with the proviso that at least one of X* and Z* is not 

-CH 2 -; and 
Y* is -(C(R") 2 ) V -, wherein 

R" is hydrogen or alkyl; and 

v is 1 , 2, or 3. 



1 1 . (New) A compound according to claim 1 or 10 wherein A is an unsubstituted or 
substituted aryl group, wherein the aryl group is 

(I) a mono- or a bicyclic carbocyclic ring system having one or two aromatic 
rings, or 

(ii) a mono- or a bicyclic carbocyclic ring system having one or two aromatic 

rings, 



wherein one or more than one of the aromatic rings is fused to a ring 
selected from cyclohexane, cyclohexene, cyclopentane, and 
cyclopentene. 



12. (New) A compound according to claim 1 wherein A is an unsubstituted or 
substituted aryl group of the formula 




wherein 
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wherein R 12 is defined as in claim 1 ; and p is an integer of one to five. 

13. (New) A compound according to claim 1 wherein 

D is CR 6 = or -N=, 

B is -S-, -0-, -CR 6 = or -N=, 

Y is -CR 6 = or -N=, 

Z is -CR 6 = or -N=; and 

n is zero or one. 

14. (New) A compound according to claim 1 wherein R 3 is selected from 




15. (New) A compound according to claim 1 wherein R 1 or R 3 is a group of formula II 
wherein 

D is -CR 6 =; 
B is -O- or -S-; 

Y is -N=; and 
n is zero. 

16. (New) A compound according to claim 1 wherein 

D is -CR 6 = or -N=; 
B is -N=; 

Y is CR 6 =; and 
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n is one. 



17. (New) A compound according to claim 1 wherein 



R is selected from hydrogen, halogen, alkyl, nitro, 




and »n ; 
R 2 is selected from hydrogen, halogen, alkyl, and nitro; 
R 4 and R 5 are each independently selected from hydrogen and alkyl; and 
R 3 is 



wherein 

D is -CR 6 = or -N=, 

B is -S-, -0-, -CR 6 = or -N=, 

Y is -CR 6 = or -N=, 

Z is -CR 6 = or -N=; and 

n is zero or one. 

18. (New) A compound according to claim 1 wherein 

R 1 and R 2 are each independently selected from hydrogen, halogen, and 

haloalkyl; 
R 3 is a pyridine; and 
R 4 and R 5 are each hydrogen. 

19. (New) A compound according to claim 1 wherein 

R 1 is selected from hydrogen, halogen, haloalkyl, 




n 
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and w„ ; 
R 2 is selected from hydrogen, halogen, and haloalkyl; 
R 4 and R 5 are each hydrogen; and 
R 3 is 



wherein 

D is -CR 6 = or -N=, 

B is -S-, -0-, -CR 6 = or -N=, 

Y is -CR 6 = or -N=, 

Z is -CR 6 = or -N=; and 

n is zero or one. 
20. (New) A compound according to claim 1 wherein 
R 1 is selected from hydrogen, halogen, haloalkyl, 



R 2 is selected from hydrogen, chloro, and trifluoromethyl; 
R 4 and R 5 are each hydrogen; and 
R 3 is selected from 




and 
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21 . (New) A compound according to claim 1 wherein R is hydrogen. 

22. (New) A compound according to claim 1 wherein 

R 1 is selected from hydrogen, halogen, and haloalkyl, 

R 2 is selected from hydrogen and halogen, 

R 3 is a pyridine, and 

R 4 and R 5 are each hydrogen. 

23. (New) A compound according to claim 22 wherein 

R 1 is trifluoromethyl, 
R 2 is hydrogen, and 
R 3 is a pyridine. 

24. (New) A compound according to claim 22 wherein R 1 and R 2 are each chloro, and 
R 3 is a pyridine. 

25. (New) A compound according to claim 1 which has an IC 50 of less than 20 uM 
when tested in one or both of 

(i) an ICAM-1/LFA-1 Biochemical Interaction Assay, or 

(ii) an ICAM-1/JY-8 Cell Adhesion Assay 

26. (New) A method for ameliorating a pathology in a mammal arising from the 
interaction of LFA-1 with ICAM-1 or ICAM-3 comprising administering to said mammal a 
therapeutic amount of a compound according to claim 1 . 
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27. (New) A method according to claim 26 wherein the pathology is selected from an 
inflammatory disease, an autoimmune disease, tumor metastasis, allograft rejection and 
reperfusion injury. 
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